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[X] Other: -Form PTO-1 449 (17 pages) and copies of references cited therein 

- Exhibit A- which contains pending claims of Appl. Serial No. 10/345,567, which contains the 

same specification as US Patent No. 10/345,567, listed on the enclosed Form PTO-1 449 as document NC. 
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[ ] Filing fee for additional claims under 37 C.F.R. 1.16 
[ ] Petition fee for extension under 37 C.F.R. 1 .136 
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[X] The Assistant Commissioner is hereby authorized to charge payment of the following fees associated with this 
communication or credit any overpayment to Deposit Account No. 50-0552. 

[X] Any filing fee under 37 C.F.R. 1.16 for the presentation of additional claims which are not paid by 

check submitted herewith. 
[X] Any patent application processing fees under 37 C.F.R. 1.17. 
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U.S. Patent No. 6,451,335, "Formulations and Methods for Providing Prolonged 
Local Anesthesia," issued September 17, 2002; 

U.S. Patent No. 6,514,516, "Formulations and Methods for Providing Prolonged 
Local Analgesia," issued February 4, 2003; 

U.S. Patent No. 6,521,259, "Formulations and Methods for Providing Prolonged 
Local Anesthesia," issued February 18, 2003; 

U.S. Patent No. 6,524,607, " Formulations and Methods for Providing Prolonged 
Local Anesthesia," issued February 25, 2003 

U.S. Patent No. 6,699,908, "Methods for Providing Safe Local Analgesia," issued 
March 2, 2004; and 

U.S. Patent Application Serial No. 10/345,567, "Formulations and Methods for 
Providing Prolonged Local Anesthesia," filed January 16, 2003. 

Pursuant to 37 C.F.R. § 1.98 (a)(2)(iii), the Examiner's attention is directed to Exhibit A, 
attached herewith, which contains the following: 

(i) the pending claims for U.S. Patent Application Serial No. 10/345,567, which has the 
same specifications as U.S. Patent No. 6,524,607, listed on the enclosed Form PTO-1449 as 
document NC. 

It is respectfully requested that the references cited in the accompanying Form PTO-1449 
be considered and made of record. If any of the publications listed thereon are missing, the 
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The present Information Disclosure Statement is filed under 37 C.F.R. § 1.97(c), after the 
mailing of a first Office Action on the merits. Accordingly, a check in the amount of $180.00 is 
enclosed. If it is determined that any additional fee is due, the Commissioner is hereby 
authorized to charge such fee to Attorney Deposit Account No. 50-0552. 
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J/ Exhibit A 

Pending Claims-U.S. Application Serial No. 10/345,567, filed January 16, 2003. DDK docket 
No. 2071015BN2CON 

21 . A formulation for inducing sustained regional local anesthesia or analgesia in a patient 
comprising: 

a plurality of substrates in a pharmaceutically acceptable medium, said substrates 
comprising a local anesthetic and an effective amount of a biocompatible, biodegradable 
controlled release material comprising a polymer selected from the group consisting of 
polyanhydrides, copolymers of lactic acid and glycolic acid, poly(lactic) acid, poly(glycolic) acid, 
polyesters, polyorthoesters, proteins, polysaccharides and combinations thereof to provide a 
controlled release of said local anesthetic when said formulation is implanted or injected in a 
patient, said biocompatible, biodegradable controlled release material being capable of degrading 
at least fifty percent in less than two years following implantation or injection into the patient and 
prolonging the release of said local anesthetic from said substrates in- vitro, when measured using 
the United States Pharmacopeia/National Formulary Paddle Method n, said substrates being 
included in said formulation in an amount sufficient to obtain reversible local numbness and/or 
analgesia when said formulation is implanted or injected in a patient, and 

a sodium channel modulator 

22. The formulation of claim 21, wherein the sodium channel modulator is (i) incorporated into 
and/or onto said substrates; or (ii) incorporated into said pharmaceutically acceptable medium, or 
(iii) incorporated into said substrates and also incorporated into said pharmaceutically acceptable 
medium. 

23. The formulation of claim 21, wherein said modulator is selected from the group 
consisting of aminopyridine, benzamil, diazoxide, 5,5-diphenylhydantoin, minoxidil, 
tetraethylammonium, valproic acid, nifedipine, nitrendipine, verapamil, and mixtures thereof. 

24. The formulation of claim 21, wherein said substrates are microspheres. 

25. The formulation of claim 21, wherein said substrates are microcapsules. 

26. The formulation of claim 21, wherein the modulator is incorporated in the pharmaceutically 
acceptable medium in a concentration of from about 0.01% to about 5%, by weight. 

27. The formulation of claim 21, wherein the modulator is incorporated in the pharmaceutically 
acceptable medium in a concentration of from about 0.05% to about 1.5%, by weight. 

28. The formulation of claim 21, wherein the local anesthetic is incorporated into said 
controlled release material at a percent loading of 0.1% to 90%, by weight. 
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29. The formulation of claim 21, wherein the local anesthetic is selected from the 
group consisting of bupivacaine, ropivacaine, dibucaine, etidocaine, tetracaine, lidocaine, 
xylocaine, procaine, chloroprocaine, prilocaine, mepivacaine, mixtures thereof, and salts 
thereof. 

30. The formulation of claim 21, wherein the substrates are in a form selected from 

the group consisting of slabs, rods, beads, pellets, microparticles, microspheres, microcapsules, 
spheroids and pastes. 

31. The formulation of claim 21, wherein the substrates include from about 65% to 
about 80% local anesthetic, by weight. 

32. The formulation of claim 21, wherein said formulation is injected. 

33. The formulation of claim 21, wherein said formulation is implanted. 

34. The formulation of claim 21, wherein the local anesthetic is bupivacaine. 

35. A formulation for inducing sustained regional local anesthesia or analgesia in a patient 
comprising: 

a plurality of substrates in a pharmaceutically acceptable medium, said substrates 
comprising a local anesthetic and an effective amount of a biocompatible, biodegradable, 
controlled release material comprising a polymer selected from the group consisting of 
polyanhydrides, copolymers of lactic acid and glycolic acid, poly(lactic) acid, poly(glycolic) acid, 
polyesters, polyorthoesters, proteins, polysaccharides and combinations thereof to provide a 
controlled release of said local anesthetic when said formulation is implanted or injected in a 
patient, capable of degrading at least fifty percent in less than two years following implantation 
or injection into the patient, and prolonging the release of said local anesthetic from said 
substrates in-vitro, said substrates being included in said formulation in an amount sufficient to 
obtain reversible local numbness and/or analgesia when said formulation is implanted or injected 
in a patient; and 

a sodium channel modulator, said modulator being (i) incorporated into and/or onto said 
substrates; or (ii) incorporated into said pharmaceutically acceptable medium, or (iii) 
incorporated into said substrates and also incorporated into said pharmaceutically acceptable 
medium, said formulation providing an in vitro release of said local anesthetic using the United 
States Pharmacopeia/National Formulary Paddle Method II of from about 10 to about 60 percent 
after 24 hours, from about 20 to about 80 percent release after 48 hours and from about 40 to 
about 100 percent release after 72 hours, said formulation providing a reversible local anesthesia 
at the site when administered in vivo of at least about 24 hours. 



36. The formulation of claim 35, wherein said modulator is selected from the group 
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consisting of aminopyridine, benzamil, diazoxide, 5,5-diphenylhydantoin, minoxidil, 
tetraethylammonium, valproic acid, nifedipine, nitrendipine, verapamil, and mixtures thereof. 

37. The formulation of claim 35, wherein said substrates are microspheres. 

38. The formulation of claim 35, wherein said substrates are microcapsules. 

39. The formulation of claim 35, wherein the modulator is incorporated in the pharmaceutically 
acceptable medium in a concentration of from about 0.01% to about 5%, by weight. 

40. The formulation of claim 35, wherein the modulator is incorporated in the pharmaceutically 
acceptable medium in a concentration of from about 0.05% to about 1.5%, by weight. 

41. The formulation of claim 35, wherein the local anesthetic is selected from the 
group consisting of bupivacaine, ropivacaine, dibucaine, etidocaine, tetracaine, lidocaine, 
xylocaine, procaine, chloroprocaine, prilocaine, mepivacaine, mixtures thereof, and salts 
thereof. 

42. The formulation of claim 35, wherein the local anesthetic is bupivacaine. 

43. The formulation of claim 35, wherein the substrates include from about 65% to 
about 80% local anesthetic, by weight. 

44. The formulation of claim 35, wherein said formulation is injected. 

45. The formulation of claim 35, wherein said formulation is implanted. 

46. A formulation for inducing sustained regional local anesthesia or analgesia in a patient 
comprising a plurality of substrates comprising a local anesthetic, a sodium channel modulator, 
and an effective amount of a biocompatible, biodegradable controlled release material 
comprising a polymer selected from the group consisting of polyanhydrides, copolymers of lactic 
acid and glycolic acid, poly(lactic) acid, poly(glycolic) acid, polyesters, polyorthoesters, proteins, 
polysaccharides and combinations thereof to provide a controlled release of said local anesthetic 
when said formulation is implanted or injected in a patient, said biocompatible, biodegradable 
controlled release material being capable of degrading at least fifty percent in less than two years 
following implantation or injection into the patient and prolonging the release of said local 
anesthetic from said substrates in vitro, when measured using the United States 
Pharmacopeia/National Formulary Paddle Method II, said substrates being included in said 
formulation in an amount sufficient to obtain reversible local numbness and/or analgesia when 
said formulation is implanted or injected in a patient. 

47. The formulation of claim 46, wherein said modulator is selected from the group 
consisting of aminopyridine, benzamil, diazoxide, 5,5-diphenylhydantoin, minoxidil, 
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tetraethylammonium, valproic acid, nifedipine, nitrendipine, verapamil, and mixtures thereof. 

48. The formulation of claim 46, wherein said substrates are microspheres. 

49. The formulation of claim 46, wherein said substrates are microcapsules. 

50. The formulation of claim 46, wherein at least a portion of said modulator is 
incorporated in said substrates. 

51. The formulation of claim 46, wherein the modulator is incorporated in the substrate in a 
concentration of from about 0.01% to about 5%, by weight. 

52. The formulation of claim 46, wherein the local anesthetic is selected from the 
group consisting of bupivacaine, ropivacaine, dibucaine, etidocaine, tetracaine, lidocaine, 
xylocaine, procaine, chloroprocaine, prilocaine, mepivacaine, mixtures thereof, and salts 
thereof. 

53. The formulation of claim 46, wherein the substrates include from about 65% to 
about 80%o local anesthetic, by weight. 

54. The formulation of claim 46, wherein the substrates are microspheres. 

55. The formulation of claim 46, wherein the substrates are microcapsules. 

56. The formulation of claim 46, wherein said formulation is injected. 

57. The formulation of claim 46, wherein said formulation is implanted. 

58. The formulation of claim 21, wherein the modulator is incorporated in the substrates in a 
concentration of from about 0.01 % to about 5%, by weight. 

59. The formulation of claim 35, wherein the modulator is incorporated in the substrates in a 
concentration of from about 0.01 % to about 5%, by weight. 

60. The formulation of claim 46, wherein the modulator is incorporated in the substrates in a 
concentration of from about 0.01% to about 5%, by weight. 

61 . The formulation of claim 58, wherein a further amount of said modulator is on said 
substrates. 

62. The formulation of claim 59, wherein a further amount of said modulator is on said 
substrates. 
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63. The formulation of claim 58, wherein the substrates are in a pharmaceutically acceptable 
medium and wherein a further amount of the modulator is incorporated in the pharmaceutically 
acceptable medium. 

64. The formulation of claim 21, wherein the modulator is incorporated onto said substrates. 

65. The formulation of claim 35, wherein the modulator is incorporated into said substrates and 
also incorporated into said pharmaceutically acceptable medium. 

66. The formulation of claim 21, wherein the modulator is provided in an amount effective to 
prolong the duration of the local anesthetic effect for a time period greater than that possible by 
the use of the local anesthetic in controlled release form by itself. 
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